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thereof in the absence of the compound, thereby 
determining whether the compound is capable of 
inhibiting the interaction of the peptide with 
RAGE or fragment thereof, wherein a reduction in 
the amount of binding in the presence of the 
compound indicates that the compound is capakde 
of inhibiting the interaction.-- 



--13. (Amended) The method of claim 1, wherein the cc^mpound 

is a [polyepet ide] polypeptide , a nucleic acid, or an 
inc'rganic chemical . - - 



REMARKS 

Claims 1-57 were pending in the subject application. Applicants 
have hereinabove amended claim 1. Support for the amendment to 
claim 1 may be found, inter alia, at page 7, lines 9-24 in the 
st^ecif icat ion . Applicants have hereinabove amended claim 18 to 
cc-r rect an obvious typographical error . Support for the 

amendment to claim 18 may be found, inter alia , at page 14 , line 
2 2 in the specification. Applicants have amended the 

sr-ecif icat ion to coi^rect a obvious typographical error. 
Ar'P'licants maintain that the above-mentioned amendments to the 
c'laims and sp-ec i f ica t ion raise no issue of new matter. 

E 1 c t i on / Re s t r i c t i on 

The Examiner acknowledged applicants' election with traverse of 
Gr-i'up I, claims 1-13 and 15-29 in Paper No. 6. The Examiner 
seated that the traversal is on the ground (s) that it would not 
be a burden for the Examiner to search Groups 1-IV together since 
such groups do not define distinct inventions, and a search of 
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: he plica: arc for thes subject matter defined by the claims in any 
one ( 'f Grcaap'S I - IV would necessarily overlap and possibly 
i event, :fy arc pertaining to the subject matter defined by claims 
in any cf rhe other Groups. The Examiner stated that this is not 
t'i'Und p^ersuasive because : 

._a\der MFP^P § 803, there are two criteria for a proper requirement 
f':-r r^jscrict i<3n between patentably distinct inventions: 

■■A) The inventions must be independent (see MPEP § 8702.01, 
"06.04, 808.01) or distinct as claimed (see MPEP § 806.05 - S 
r . 0^^ ^ I) ; and 

■ p. ^ Tht^re^ must be a serious burden on the Examiner if 
r-=-srr CLC^n is required (see MPEP § 803.02, § 806.04 (a; - S 
?j6.0-t'E,), § 808.01(a), and § 808.02). 

Trie E:-:aminei~ stated that the term "distinct" means that twc' or 
m'ire subjects as disclosed are related, for example, as 
mbinar. ion and part (subcombination) thereof, process and 
■ju: f -ara t us fcr its practice, process and product made, etc. , but 
aie cap.able of separate manufacture, use or sale as claimed, and 
are patentable (novel and unobvious) over each other (though 
they may each be unpatentable because of the prior art) . The 
Examine:!" stated that it will be noted that in this definition the 
t.erm related is used as an alternative for dependent in referring 
t.c- sui:);ects cither than independent subjects. (MPEP § 802.01) . 
The E>:aminer stated that where i.nventions are related as 
di3cl<:'Sed but are distinct as claimed, restriction may be proper 
(MPEP 'J; 806 (B) ) . The Examiner stated that in the instant case 
the f'-ji.ir inventions are related but distinct. 

The Examiner stated that consistent with current patent p)ra':::t ice , 
a seric:us search burden may be established by (A) sep-arate 
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I'] a:;-^3 if icat icTi thereof: (B) a separate status in the art when 
::he\' are classifiable together: (C) a different field of search. 
The Examiner stated that the four inventions, though related, 
■a'C'U]^! rr-quire non - cc^ext ens ive literature searches. The Examiner 
.-^•t a'.: e'"l that further, a search is directed not only to art which 
wcri^d be anticipatory, hut also to art that would render the 
mvennic'n chvrous. The Examiner stated that thus, the four 
ai'i.jups re(."5uire divergent searches, and to search all four 
invent ic'us would be burdensome. The Examiner stated that, 
rherefc're, the restriction is maintained. 

TrL'E- Exaini]ier stated that the requirement is still deemed proper 
ynd is ther-efore made FINAL. 

.r}:-'=r(- ies Election 

I'h^r Examiner acknowledged applicants' election of the following 
sioe-'jies in Paper No. 8, filed April 13, 2000: (a) peptide: 
1. C'Xymethy]. - iysine modified; (b) der ivat izat ion of the peptide: 
slk.\d. ; :rmd (c) compound: polypeptide. 

The Examiner withdrew claims 3, 9, 10, 14, 16, 19, 23 and 30-57 
f furcher consideration pursuant to 37 CFR 1.142(b), as being 

orav;:". to a nc>nelected invention, there being no allowable generic 
c-r linking claim. The Examiner stated that applicant timely 
traversed che restriction { elect ion) requirement in Paper Nc^ . 6. 

TYie Examinei- stated that claims 1, 2, 4-8, 11-13, 15, 17, 18, 20- 
22 and 24-2^-> will be prosecuted on the merits. Thus, upon entry 
'Z'f the p'resent amendment, claims 1, 2, 4-8, 11-13, 15, 17, 18, 
20 - 22 and 24-29 will be pending and under examination in the 
subject appil icat ion . 
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Specification 

The Examiner stated that the disclosure is objected to because 
C'f tne follc-wing informalities: 

The Examiner stated that the wc>rd polypept ide on page 9 , 1 ine 10 
i s mi ;-.^spel led . 

The Examiner stated that on page 13, line 3, the last word 
"P'eper.iae" is misspelled. 

The E:-:aminer stated that appropriate correct ic-n is required. 

In responses, applicants have amended the specification to correct 
t he obvious typographical errors pointed out by the Examiner . 
A;^ ]:-li-:-ant s L-elieve that the amendments to the specification 
ch'\'iare the Examiner's objectic^n and respectfully request that 
7 he cT'-jection be withdrawn. 

Claim Rejections - 35 USC :"^112 

? e i ec:: i'::>n under 35 U.S.C. 112, first paragraph 

The Examiner rejected claim.s 1, 2, 4-8, 11-13, 15, 17, 18, 20-22 
and :;;4-29 under 3 5 U.S.C. 112, first paragraph, because the 
sp-ecii icat ion, while being enatiling for a method for determining 
whether a r^c-mpound is capable of inhibiting the interaction of 
a peptide with a receptor for advanced glycation end product 
(RAGE.i using the full length receptor or the V-domain of the 
receptor, ■ic-es not reasonably p-rovide enablement for any other 
ie:jeptCir fragment. The Examiner stated that the specification 
dc'es not enable any person skilled in the art to which it 
pertains, or with which it is most nearly connected, to use the 
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i.nventi^:n commensurate in scope with these claims. 

The Examiner stated that the claims encompass a competitive 
riding assay using RAGE, or a fragment of RAGE. The Examiner 
staged t:hat on page 8, lines 11-21 of the instant specification, 
5i fragm-"rnt of PJ^^GE is defined as being at least 5 amino acids in 
ie]':gth. The Examiner stated that the specification teaches that 
Lhe V-d':">main of RAGE, comprising amino acids 1-120 of the full 
lerigth protean (which is 4 04 amino acids in length) , and soluble 
r.AGE , C':mp">r ising the extracellular two- thirds of the amino acid 
3e:{uence c>f membrane - bound RAGE, can bind to various advanced 
':flycati':.'n end prC'ducts such as CML-BSA and be used in a 
^:'ompe t i r. ive binding assay. The Examiner stated, however, that 
criven tnat a fragment of RAGE can be as small as 5 amino acids 
in Lengnh, and that the disclosure does not provide examples of 
experiments using RAGE fragments smaller that the V-domain or 
sRAGE, one of skill in the art would not expect a fragment as 
small as 5 amino acids to be capable of binding an advanced 
glycati'.:'n end product and so be useful in the assay. 

The Examiner stated that this rejection could be overcome by 
inserti'i-n cf a functional limitation in claim 1, such as, for 
example in section (a) (ii) : "RAGE or a fragment of RAGE that can 
r'ind the peptide". 

In respc'nse, without conceding the correctness of the Examiner's 
TKi'sition, but ro expedite prosecution of the subject application, 
-applicants have amended claim 1 in accordance with the Examiner's 
suggestion. Applicants maintain that the amendment to claim 1 
'I'Lviates the Examiner's rejection of claim 1 under 35 U.S.C. 112, 
first paragraph. Accordingly, applicants respectfully request 
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that che Examiner reconsider and withdraw the rejection. 
r e-iecci:in under 3 5 U.S.C. 112. second paragraph 

Trie Examiner rejected claim 18 under 3 5 U.S.C. 112, second 
x.aragraph, as being indefinite for failing to particularly point 
•:-\:z £ind distinctly claim the subject matter which applicant 
L-egar'is as tlie invention. The Examiner stated that claim. 18 is 
i nde finite k^e cause " polyepet ide " is not a word . 

In res^-:^nse, applicants have hereinabove amended claim 18 to 
.:'-:'ri^ecr_ the oovious typographical error pointed out by the 
Examinei-. Applicants believe that the amendment to claim 13 
j:;ivia::es the Examiner's rejection under 35 U.S.C. 112, second 
^ragracju . Therefore, eipplicants respectfully request than 
Examine I" reconsider and withdraw this rejection. 

Claim Rejections - 35 USC § 102 

r. e i e':- 1 i c-n under 102 ( e ) 

The Examiner rejected claims 1, 2, 5-8, 13, 15, 17, 18, 20-22 and 
24-28 under 35 U.S.C. 102(e) as being anticipated by Morser et 
,=.]., U.S. Patent No. 5,864,018, filing date April 16, 1996. 

The Exam.iner stated that claims 1, 2, 5-8, 13, 15, 17, 18, 20-22 
.=n:d 24 -28 encomp>ass a method for determining whether a compound 
i.a- cap'able of inhibiting the interaction of a pe^'tide with a 
recept'jr for advanced glycat ion end product ( RAGE ) in a 
r-imp-e t ir ive assay, comprising admixing the peptide (wherein the 
TAniin':.' groups are inactivated by chemical der ivat i zat ion ) with 
•e-\GE or a fr.agment of RAGE in the presence and the absence of the 
c-'imp'ound, wherein the peptide is an AGE or fragment thereof that 
is carbi'xymethyl - lysine , modified, synthetic, the peptide is 
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:i'z 1' i v.-ic i zed via chemical modification resulting in an alkyl 
I'Ei'ivat iLve ot is synthetic, and wherein the RAGE or RAGE fragment 
is synthetic, soluble or comprises the V-domain, wherein the 
■:'':'mf )Ound is sRAGE, a polypeptide, a polyclonal or monoclonal, 
numanized, chimeric or privatized antibody, and wherein the 
T' ec.it lie c^r RAGE is affixed tC' a solid surface, and the peptide 
':'r RAGS is lal^eled. 

'ine Examiner stated that Morser et al . teaches a method of using 
: ne AGE/'RA^^E interaction in order to screen test compounds in 
<:'rder t-c identify agonists or antagonists of the AGE/RAGE 
interaction. The Exam.iner stated that in column 16, line 2 9 to 
';'(:dumn 17, line 54, Morser et al . teaches that test compounds may 
j:'e chemical c^^mpounds , biolc'gical macromolecules , or extracts 
ir.ade from L'iological materials such as bacteria, plants, fungi, 
cr ^inimal cells or tissues, and test compounds will typically 
in^-lude the polypeptides or fragments of the present invention 
iAGEs and RAGE or sR^AGE c-r RAGE fragment) as well as sti'uctural 
analc"js or ciept idomime t ics which are derived from. these 
P':dype]jt ides or the antibodies described in the patent, and 
su;:-st rates or ligands thereof (column 16, lines 15-44) . 

Tne Examiner stated that in column 16, line 50 to column 17, line 
:5, Morser et al . teaches that the screening methods t^^p i ca 1 ly 
invcdve incubation of RAGE with an advanced glycosylat ion end- 
^'ri'duc:: prc>tein (AGE, a derivatized, inactivated protein) such 
as AGE-BSA, nonenzymatically N-glycosylated collagen, myelin or 
r ne like, as well as the test compound, and that typica] ly, one 
('■f the RAGE polypep^tide or AGE will be immobilized upon a solid 
supp'C>rt whic:h will then be ccintacted with the other protein or 
pep'tide, and that the one of the pair will include a labeling 
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'-:r~:up such as radiolabels, chemiluminescent or flourescent groups 
( :'-:)lunrLn 9, lines 44-54). 

I'he Examiner stated that in column 5, lines 24-28, Morse r et al . 
reacrhes that soluble RAGE polypeptides generally comprise 
fiv=igments c-f the extracellular domain of RAGE, and the sc'luble 
r:>epti'.des will ccimprise one or more of the IG-like domains of the 
exr ra^jellular region of RAGE (the V-domain) . The Examinex^ stated 
tn=it in c:clumn G, lines 41-52, Morser et al . also teaches that 
rn-E: pj 1 ^^jefE't ides may also be characterized by their ability tC' 
nJ'Z'ck the interaction between two proteins, and include peptides 
dei'ived from RAGE such as fragments which encompass AGE binding 
regic>ns c-f RAGE as well as AGE-binding proteins. 

The Examiner stated that in column 5, lines 33-38, Morser et al . 
Le=i':;nes that the polypeptides may be characterized by their 
.fi;:ility to either mimic c^r inhibit the interaction between AGEs 
tlieir receprc^rs (RAGE), and that those polypeptides which are 
mimetic ot either AGE or its receptors in the AGE/receptor 
interaction are termed AGE or AGE receptor "mimics". 

The Examiiier stated that Morser et al . in column 10, line 6 to 
'ic lunm 11, line 56 teaches antibodies that bind with relative 
hi'Tli .-iffinity to FJVGE , and can be used for a number of purposes, 
ix'iiLiidlng inhibiting interaction between AGEs and their 
r ec:epcors , and that these antibodies can be monc-clonal, 
P'Oly,::lonal , fragments, chimeric or humanized. The Examiner 
stated that in column 7, lines 22-35, Morser et al . teaches that 
tne p^ol^^^epit ides of the invention may be prepared using synthetic 
me t hc'ds . 
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Tl.e Exa:r.iner stated that therefc're, from teachings of Morser et 
a]., claims 1, 2, 5-8, 11-13, 15, 17, 18, 2 0-22 and 24-28 are 
am ic ipaced. . 

In response, ap'plicants respectfully traverse Examiner's 
rejection of claims 1, 2, 5-8, 11-13, 15, 17, 18, 20-22 and 24-23 
under 3z U.S.C. 102(e). Applicants' assert that Morser, et al . 
does nc^t disclcDse every limitation of applicants' claimed 
in^/entzi'Vn . A^fdicants' claimed invention is directed to, inter 
.^li.a., a method for determining whether a compound is cap>able of 
innlbirmg the intex^action of a peptide wrth a re<.::ef - 1 c^r for 
advanced glycation end product (RAGE), which comprises: (a) 
admixin'::: ii) the peptide, wherein amino groups of the p>ef'tide 
ar-e inactivated by chemical derivitization, (ii) RAGE «Dr a 
fragment thereof which is capable of binding the peptide, and 
( i i i tlie compound; (b) determining the amount of the peptide 
O'lund to RAGE or rhe fragment thereof, and (c) comparing the 
aiTfOur.c of bound pep^tide determined in step (b) with the amount 
der.ermined when the peptide is admixed with RAGE or a fragment 
thereof in the absence of the compound, thereby determining 
wheciier the compound is capable of inhibiting the interaction 
trie peptide with RAGE or fragment thereof, wherein a reductic^n 
in the amiount of binding in the presence of the comp-ound 
inc.icates that the co^mpound is capable of inhildting the 
inr eractAc^n . Morser, et al . does not describe the steps C'f 
.3Limlxing a peptide, wherein amino groups of the peptide are 
inact ivat6-d by chemical derivitization with a compound and a PJ^GE 
or fragment tnerec'f , nc^r does it therefore disclose a methcid C'f 
detei-mining the amount of such a peptide bound to the RAGE, 
fcllc'wed by a qualitative comparison of bound and unbound peptide 
used t'O determine the compound's ability to inhibit the 
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int: era';::r, ic^n l:.etween the pep>tide and RAGE. Applicants pc'lnt out 
rtiar. ''inactivated by derivi t izat ion" is described in the 
apt) ]. ic -mt s ' specification at page 12, lines 21-24, as 
'=a\cc'mp5issing a chemical mc-dif icat ion of a peptide so as to cause 
limine grc'Uf'S of the peptide to be less reactive with the chemical 
mi>di f i.::at real than without such chemical modification. Mctrser, 
i:t al, does nC't disclose peptides so modified and therefore does 
not disclose applicants' claimed method. 

Ap'plicants I'espect fully maintain, therefore, that Morser, et al . , 
lices n<-:'t anticipate applicants' claimed invention. Accoi'dingly , 
..iiC'C'l leant s respectfully request that Examiner reconsider and 
withdraw the- reiection of claims 1, 2, 5-8, 11-13, 15, 17, 13, 
.^■:-22 and 24-28 under 3 5 U.S.C. 102(e). 

riiie'ition ujider under U.S.C. 102 (b) 

l^he Examiner rejected claim 29 under U.S.C. 102(b) as being 
ilearly anticipated by Stern et al . , WO 97/26913, July 31, 1997. 

Tne Examiner stated that claim 29 encompasses a methc>d for 
determining whether a compound is capable of inhibiting the 
i.nt eract i'ln of a peptide with a receptor for advanced glycation 
end product (RAGE) in a competitive assay, comprising admixing 
tne peptide (wherein the ammo groups are inactivated by chemical 
deiivat izat ion) with RAGE or a fragment of RAGE in the presence 
ana the ak-sence of the compound, and wherein the assay occurs in 
a lell. 

The Examiner stated that Stern et al . teach a method for 
evaluating the ability of an agent to inhibit binding of an 
am;^^loid- [-■■ peptide ( der ivat i zed , inactivated peptide) with a 
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i-ecept:r for advanced glycation end product on the surface of a 
:--'ll whi':^h includes contacting the cell with the agent and 
^ni^'loid-h P'liptide, determining the amount of amyloid- [i peptide 
jO'Ound to the cell and comparing the amount of bound amyloid- B 
}:"E-p'tide with the amount determined in the absence of the agent 
(see £ibstract, page 3, page 13 and claims 49-51. Therefore, the 
ExaTr'iner stated that Stern et al . clearly anticipates claim 29. 

In response, ap>plicants respectfully traverse Examiner's 
lejection of claim 29 under 35 U.S.C. 102(b). Applicants' 
'Claimed invention is directed to, Inter alia., a method fc-r 
-ietermining whethex^ a compound is capable of inhibiting the 
i r:t era'.rt ion of a peptide with a receptor for advanced glycation 
end product (RAGE), which comprises: (a) admixing: (ii the 
}:^e]:-tide, wherein amine- groups of the peptide are inacnivated k-y 
■:'lLe^Ti ic^al ierivicizatiC'n, (ii) RAGE or a fragment thereof which 
is iiapakJe ::)f binding the peptide, and (ill) the ccanpounfi; (bO 
determining the amounc of zhe peptide bound to RAGE C)r the 
fi^agment therec>f, and (c) comparing the amount of bc^und peptide 
determined in ste^p (b) with the amount determined when the 
j^ep'tide is admixed with RAGE or a fragment thereof in the absence 
<- t the compound, thereby determining whether the compound is 
■i-ap-able of inhibiting the interaction of the peptide with RAGE 
'-■T fragment thereof, wherein a reduction in the amount of binding 
m the presence of the compound indicates that the compC'und is 
:;.E^P'able of inhibiting the interaction, wherein step (a) C'ccurs 
i ri a cell. Applicants maintain that Stern, et al . does not 
snticip-ate claim 29 of applicant's inventic>n. Sp>ecif ically , 
Stern et al . dc'es not disclc'se inhibiting the interaction of a 
P"=^P'tide wxth a I'eceptor fc^r advanced glycation end product 
(F_AGEi , which ::C)mp'rises : (a) admixing: (i) the peptide, wherein 




Appl ioant s : Ann Marie Schmidt and David Stern 
l^S. Serial No.: 09/166,649 
E-^iled: October 5, 1998 
E'aae 14 

Einiiri-j groups of the peptide are inactivated by chemical 
aeriv i ti nation , (11) RAGE or a fragment thereof which is capable 
C'f binding the peptrde . and (iii) the compound, nor does Stern 
■rt al disclose a RAGE not located on a cell surface. Applicants 
thei-efc»re maintain that applicants' claimed inventic»n is not 
5iriL. i cip>ated by Stern, et al . Accordingly, applicants 

respO'jt f ull\' request that the Examiner reconsider and withdraw 
me rejectic-n cf claim 29 under 35 U.S.C. 102(b). 

Claim Rejections - 35 USC § 103 

Tne Examiner rejected claims 4, 11, and 12 under 35 U.S.C. 103(a) 
as }:'eing un^^a tent able over Morser et al . and further in view c-f 
Fo'ldy et al . , Biochemistry, Vol. 34, pp 10872-10878, 1995 (cited 
i n rijS } . 

The Examiner stated that the teachings of Morser et al . are 
<iiF:scr ibed above . The Examiner stated that Morser et al . di f f ers 
f r ''m. >:'laims 4, 11 and 12 in that they do not specifically teach 
■:'ai:i: xymet hyl - lys ine - modi fled pep t ides in the assay method . 

The E:-:aminer stated that Reddy et al . teaches that carboxyme thy 1 - 
lysine- is a dominant: advanced glycation end product (AGE) antigen 
in }:'r:oreins . 

T:ie Examiner stated that given that carboxymethyl - lysine modified 
:.:fi:poides are a dominant AGE, it would have been prima facie 
rj:)vi':>us to cine of skill in the art of AGE/RAGE art at the time 
C'f *::ie invention to use carboxymethyl - lys ine -modi f led peptide C)f 
F.eddy as the AGE in the AGE/RAGE competition assay of Morser et 
..=il . tc determine whether a com.pound is capable of inhibit ing the 
AGE/F:AGE interaction. The Examiner stated that Morser et al . 
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:er^ 'lines that since AGES have been implicated in a variety of 
.^.iscrders inc:luding complications associated with diabetes and 
n;'r"m:il aging, and because of the effects AGEs may have in the 
^pathogenesis of a number of disorders, it would generally be 
desirable to provide cc-mposit ions and methods to l:>lock c^r 
hei-wr se i.nhibit these effects, and particularly the interaction 
joerween AGEs and the^ir cell surface receptors (columns 1-2'^ . 

I:. response, ap^plicants respectfully traverse Examiner's 
re]ecr. ic>n of claims 4, 11, and 12 under 35 U.S.C. 103(a). 
A^'pl 1 cant s ' claimed invention is directed to, inter a.lia, a 
methcd t'Z'X determining whether a compound is capah^le r--t 
inhio'iting the interaction of a peptide with a receptor fcr 
aovanced giycation end product (RAGE), which comprises: (a) 
a'lim.ixi n;^ : (i * the peptide, wherein amino groups of the p^eptide 
a i:~e d.na':.:t iv.ated by chemical derivitizat ion , (ii) RAGE or a 
f r-agment the reof which i s capable of binding the peptide , and 
(ill) the compound; (b) determining the amount of the peptide 
;:':'un'l t.o F'AGE or the fragment thereof, and (c) comparing the 
amcunt f bc/und peptide determined in step (b) with the amount 
determined when the peptide is admixed with RAGE or a fragment 
therec'f in the absence of the compound, thereby determining 
wi.trther the compound is c£\pable of inhibit ing the interact iC'n c-f 
the peptide with RAGE c^r fragment thereof, wherein a reductiC'U 
in the amount C'f binding in the presence of the compound 
inlicates that the compound is capable of inhibiting the 
int eract icai , wherein the peptide is a carboxyme thy 1 - lys ine - 
incjdified AGE, the peptide derivative of step (a'l (i) comprises an 
alkyl derivative; , c^r wherein the alkyl derivative comprises an 
a<jet^^'l derivative, a prc>pyl derivative, an isopropyl derivative, 
a k)ut^^l derivative, an isobutyl derivative, or a carboxyme thyl 
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:iei i v.:;t ive . As discussed hereinabove, Morser, et al . describes 
■It -iiethcvj which is not the methcid recited in the claims c>f 
^tt'fd. i'::arLr s ' invention. Morser, et al . teaches a method that 
ddffei^s from applicants' claimed invention in ways in additic'n 
e r:.h':>se acknowldeged by the Exaiminer. 

Mi-reC'Ver , appl icants emphasize to Examiner the great 
r.et er':'gene:Lty of AGEs and pep^tides which are capable of binding 
Z'l RAoE or ^ fragment thereof. As the Examiner notes, Reddy, et 
Sil . disclc'ses a particular AGE, (N'' -{ carboxymethyl ) lysine out of 
the m.an\' known in the art. Moreover, some such peptides are 
P'e.t nC'ger.ic while others are not. There are, therefore, many 
p-:-:. enr. ial combinations of peptides wherein amino groups of the 
C'^E'ji-r i«:ie are inactivated by chemical derivat izat ion and RAGE which 
exist arid it is not obvious which, if any, of these combinations 
"ii'-r at Isogenic . Given the number and variety of such possible 
I'ombi nat ic>ns , C'ne of ordinary skill would not be miotivated to 
rnC'C^se any p^art icular such combination and from there develop a 
ir.eti:iO(i of determining whether a compound is capable of inhibiting 
r.he 2.nteraction, such as the method of applicants' claimed 
i nvent i'::'n . Inhibiting one particular interaction between a 
p-ait i cuiai: p)eptide and RAGE does not enable one to accurately 
aetermme which potential compounds are capable of inhibiting the 
i nt eract icii of one or more of the many other potent ial pept ide - 
FA'GE ^::C'mb:uiat ions . One would therefore not be motivated based 
in ihe cited references to choose a particular peptide/RAGE 
interaction for which to determine which compounds might be 
cap-able of inhibiting that interaction. In that regard, 

appd icants' claimed invention would clearly not have been obvious 
ro one of c^rdinary skill in the art at the time of the invention. 
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Aficd.icants maintain, therefore, that there is no motivation in 
: he references to combine the Morser and Reddy references . Even 
i f one were to follow the Examiner' s logic in combining the 
I e f eren'.::es , ( ci It hough applicants do not concede the correctness 
cf this logic), c^ne would not arrive at the claimed invention. 
'Js i ng t he AGE described in Reddy in the method described in 
Kc r ser , one wc>uld not arrive at the applicants ' claimed invention 
iecause th(B raethod described in Morser does not include the 
limitaticins or steps recited in the claims of applicants' 
presently c:laimed invention as discussed hereinabove. Therefore, 
appdicants maintain that the Morser and Reddy references, either 
alC'Ue or in c^c>mbinat ion do not render obvious applicants' claimed 
invent ic^n. Accordingly, applicants respectfully request that 
Examiner recc-nsider and withdraw the rejection of claims 4, 11, 
and. 1 2 undt-r 35 U.S.C. 103(a). 

If a te^lephone interview would be of assistance in advancing 
prosecution c^f the subject application, applicants' undersigned 
attc>rney invites the Examinei" to telephone him at the number 
p rovided below . 
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Nc> lee, other than the enclosed $445.00 fee for a three -month 
extension of time, is deemed necessary in connection with the 
filing cif this Amendment. If any other fee is required, however, 
authorization is hereby given to charge the amount of such fee 
to Deposit Account No. 03-3125. 



Respect ful ly submitted , 




JAN n 8 2001 




c 
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1 hereby certify that this correspondence 
is being deposited this date with the U.S. 
Postal Service with sufficient postage as 
first class mail in an envelope addressed 
to: Assistant Convni ss i oner for Patents, 



JC'hn P. White 
Registration No. 28,678 
At torney for Applicants 
CC'Oper & Dunham, LLP 
118 5 Avenue of the Americas 
New York, New York 10 03 6 
(212) 278-0400 





